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Overview 

• Release of 12th Report on Carcinogens - June 10 

• Advancing research on mixtures workshop - September 
26-27 

• ICCVAM/NICEATM international workshop on alternative 
methods for rabies vaccine potency tests - October 11-13 

• OHAT low-level lead peer review - November 17-18 



• Public Health Service Act, Section 301(b)(4) (1978) 

– Directs HHS Secretary to annually publish a list of carcinogens 

– Changed to a biennial report (1992) 

• Preparation delegated to the NTP 

– Dr. Ruth Lunn, Director, Office of the Report on Carcinogens 

• RoC is cumulative -- each edition adds newly listed substances to 
prior list 

– 1st RoC published in 1980 had 26 listings 

– 12th RoC published in 2011 has 240 listings 

• 54 known human carcinogens 

• 186 reasonably anticipated to be human carcinogens 

12th Report on Carcinogens (RoC) – released June 10 



Newly Reviewed Listings in the 12th RoC 

Substance Type of Agent Listing Status Public interest  

Aristolochic acids Botanical KHC Low to moderate 

Captafol Fungicide RAHC Low 

Cobalt-tungsten  
carbide: powders and 
hard metals 

Metal RAHC Moderate 

Formaldehyde  Industrial chemical KHC  High  

Certain glass wool fibers 
(inhalable) Synthetic fibers  RAHC  High  

ortho-Nitrotoluene Industrial chemical RAHC Low 

Riddelliine Botanical RAHC  Low 

Styrene  Industrial chemical  RAHC  High  

KHC = known human carcinogen; RAHC = reasonably anticipated human carcinogen 



RoC Release 

• Released June 10, 2011 

• Highly coordinated  
communications plan 

• Fact sheets 

• Dedicated website 

• Media teleconference 

• News coverage 



RoC Fact Sheets 

• 5 Fact sheets 
• Downloaded ~14,500 times in first 

month after release 

 



RoC Dedicated Website 

• More than 16,000 RoC-related PDF downloads within 2 hours of 
release 

• Within first month after release: 
~ 49,000 visits to site 
~ 38,000 views of all web pages 
~ 45,800 PDF downloads of RoC profiles 



RoC News Coverage 

• 515 news stories written within first month of release 

• 15 Media Interviews arranged, including: NY Times, Prevention 
Magazine, Fox Business Week, Associated Press, CBS Radio, 
ABC, and CNN 



• September 26-27, 2011, at the Sheraton, Chapel Hill, NC 

• Co-organizers: Dr. Danielle Carlin, DERT and Dr. Cynthia 
Rider, DNTP 

• Workshop goals: 
- Identify and focus on key issues that present challenges in 

mixtures research 

- Inform the development of an intramural and extramural research 
strategy 

 
http://tools.niehs.nih.gov/conferences/dert/mixtures/ 



New Tools for Mixtures Toxicology 

• Toxicology in the 21st Century 
– HTS, ‘omics  

– Pathway and network analyses 

• Exposure sciences 
– Improved monitoring technologies 

– Exposome 

• Computational sciences  
–  Taking advantage of the available data and computational tools 



What’s next for NTP? 
• Target tissue approach to mixtures - “integrated pathway 

perturbation” 

– Testing dose additivity for chemicals that target the same pathway/tissue via 
different mechanisms 

– Moving beyond common biological “receptor” that drives  health effects 

• Sufficient similarity evaluation 

– Realization that this is a common issue for many NTP test articles 

• Use of high density information 

– HTS/MTS/genomics 

– Sufficient similarity in broader biological space 

– Aid linkage of in vitro-in vivo extrapolation 

• Cross-disciplinary collaboration 

– Statistical methods development for sufficient similarity determinations 

– Use of toxicologically-derived relative potency factors in epidemiology 



International Workshop on Alternative 
Methods for Human and Veterinary Rabies 

Vaccine Testing  

William Stokes, D.V.M., DACLAM 
Conference Organized by NICEATM-ICCVAM 

 

October 11-13, 2011 

National Centers for Animal Health, Ames, Iowa 

 



• 80 participants, 12 countries 
– Industry, government, academe 
 

• FDA and USDA requirements for rabies 
vaccine potency testing: “NIH challenge 
test” 

– Intracranial injection of live rabies virus 
– Unprotected mice develop clinical rabies 

and die 
 

• Workshop addressed: 
– Refinement  (less pain and distress) 
– Reduction 
– Replacement 

 
• Public health significance 

– 70,000 human deaths annually worldwide 
– 15 million patients treated with post-

exposure vaccines annually  

 

 



Workshop on Rabies Vaccine Potency Testing: Highlights 

• Refinement and reduction of the NIH challenge test:  

– Anesthesia: should always be used for IC injections 

– Analgesics: should be provided to all mice 

– Earlier humane endpoints: should be immediately incorporated 

– Reduction: evaluate potential for fewer dilutions, fewer mice per dilution 

• Replacement of the NIH Challenge Test 

1) Serological Methods: Serum virus neutralization test (SNT) 

• Eliminates the need for challenge with live rabies virus: complete refinement 

• Sufficiently standardized per recent international study; manufacturers should conduct and 
submit product-specific validation studies, in consultation with regulators 

2) In vitro antigen quantification methods: complete animal replacement  

• Requires use of monoclonal antibodies specific for the trimeric glycoprotein G 

• Validation should proceed once Mab identified; must discriminate sub-potent lots 

• Complete workshop report published in Biologicals, early 2012 

 



Draft NTP Monograph on Health Effects of 
Low-level Lead 

Andrew A. Rooney, Ph.D. 
Office of Health Assessment and Translation 

 

Peer Review Meeting 

November 17-18, 2011 

 



Nomination and Scope of the Evaluation 

• NIOSH nominated lead at blood levels <10µg/dL for 
evaluation for adverse reproductive and developmental 
effects 
– Health effects are well established at higher levels 

– CDC’s definition of elevated blood lead is ≥10µg/dL for all ages 

• NTP expanded the scope to include: 
– Neurological effects 
– Immune effects 
– Cardiovascular effects 
– Renal effects 
– Reproductive and developmental effects 



Key Questions 

What is the evidence that adverse health effects are 
associated with blood lead levels <10µg/dL?  

• What neurological, immune, cardiovascular, renal, reproductive, 
and developmental effect(s) are associated with blood lead levels 
<10µg/dL? 

• What is the blood lead level associated with the health effect  
(i.e., <10µg/dL or <5µg/dL)? 

• At which life stage (childhood or adulthood) is the effect identified? 

• Are there data to evaluate the association between bone lead and 
the health effect and how does the association to this biomarker of 
lead exposure compare to the association with blood lead? 



Organization of the Monograph 

• Executive Summary 

• Methods 
– Approach to develop health effects conclusions and 

definitions of levels of evidence for associations 

– Literature search strategy 

– Authoritative sources considered 

• Exposure 
– What does blood Pb <10µg/dL mean 

• Health Effects Sections 
– Focused narrative 

– Extensive appendix tables 





 

 

                        Questions?  
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